industrialized countries like Canada and northern Europe, though recent studies have revealed that prevalence and incidence of these diseases are increasing in eastern nations, possibly due to generalized behavioral and environmental changes. In addition, while in the West CD is slightly more prevalent in women, in the East men are more often diagnosed with the disease. 2, 3, 5, [7] [8] [9] In turn, UC is an immune condition that results from an abnormal interaction between the colon microbiota and the intestinal mucosa immune cells in a genetically susceptible individual. Equally prevalent in both genders, UC is slightly more prevalent in men in the West. 10 Oral manifestations of CD are observed in 8% to 10% of patients and may be considered specific or unspecific. [11] [12] [13] Specific manifestations are comparatively rare and sometimes precede gastrointestinal lesions, which may evolve with time. These manifestations include cobblestoned oral mucosa, granular gingival swelling of hyperplastic aspect, labial swelling accompanied by vertical fissures, and deep and linear ulcers associated with hyperplastic mucosa folds on the vestibule fold. Though indicative of CD, such conditions are not correlated with the dynamics of the disease. 14, 15 Nonspecific oral lesions include recurrent aphthous stomatitis (RAS), pyostomatitis vegetans, angular cheilitis, persistent submandibular lymphadenopathy, decreased saliva production, halitosis, caries, gingivitis,
I
Oral manifestation of inflammatory bowel disease Page 4 Copyright © 2016 Marshfield Clinic Health System candidiasis, odynophagia, dysphagia, increased intrinsic salivary glands, perioral erythema, recurrent oral abscesses, glossitis, pale mucosa, lichen planus, and metallic dysgeusia. 14, 16 Oral manifestations of UC may emerge as aphthous ulcers or superficial hemorrhagic ulcers and angular cheilitis. As a rule, extraintestinal manifestations parallel active oral involvement. 11, 17 Oral manifestations are less frequent, though they are similar to the unspecific expression of CD. 14, 18 Pyostomatitis vegetans is the only condition that is more prevalent in UC patients, compared to individuals with CD. 11, 12, 14, 19, 20 Due to the high prevalence of oral UC, knowledge about these conditions is a useful tool in differential diagnosis, since an improvement in the clinical picture concerning the primary disease will influence the recovery of oral health. Moreover, considering that oral lesions may precede gastrointestinal signs and symptoms, the dentist may play an important role in the early diagnosis of IBD. In this scenario, we describe two cases of IBD with associated oral manifestations.
Case Presentation1
A 32-year-old Caucasian male was referred to the Stomatology Unit of the Hospital de 
Discussion
Prevalence of CD has been estimated at 30 to 50 cases in 100,000 inhabitants in western countries, though it is considerably higher in the East. While the incidence of CD is slightly higher in women than men in western nations, in the East the prevalence is higher in men. As for CU, prevalence is not considered to vary between sexes, though studies have pointed to slightly higher rates in men. 8 Smoking may be a risk factor for CD, which differs from UC. 2, 3, 5, [7] [8] [9] In both cases reported here, the patients were males who had never smoked.
A study of 1,649 individuals with IBD determined the prevalence, incidence, and risk factors for extraintestinal manifestations of the disease. 21 Articular manifestations, such as arthritis, and oral findings like aphthoid ulcers were the most common extraintestinal manifestations observed prior to the diagnosis of IBD, affecting 26% and 21% of the population investigated, respectively. 21 Oral manifestations of IBD were first described in patients with CD. In most cases, intestinal involvement precedes oral manifestations, though it is estimated that between 5% and 10% of patients exhibit oral manifestations primarily. 14, 21 Oral lesions are more common in CD than in UC and in men and children, 14, 15 as observed in our second patient, a male who had developed extraintestinal manifestations already in childhood.
The patients described in both our cases presented with mucocutaneous and oral 17, 22 In this sense, it is critically important to monitor ocular symptoms in potential IBD cases, since severe episcleritis, uveitis, scleritis, and cornea diseases may resemble conjunctivitis, with risk of blindness if the appropriate treatment is not prescribed. 21, 22 This is exactly what happened with patient 1, since the early ocular manifestation of IBD mistakenly led to the diagnosis of conjunctivitis, which, after a series of complications, resulted in blindness.
Deficiencies in diet and in the absorption of essential vitamins and nutrients like zinc, for example, may also trigger mucocutaneous manifestations such as periorofacial dermatitis including erythematous, dry, and desquamating plaques that may evolve into erosive or vesicular and blister-like lesions, apart from glossitis. Iron deficiency leads to angular stomatitis and painful depapillation of the tongue. 11, 23 In patient 2, who was diagnosed with CD, the constant vitamin and nutritional deficiencies, especially in iron and zinc, may have a strong correlation with angular cheilitis and erosive and crusty lesions on the lip commissures and perioral region.
In addition to the mucocutaneous manifestations of IBD, anemia is another disease often observed, with approximately one-third of patients presenting with low hemoglobin levels.
Chronic intestinal hemorrhage, which reduces iron levels, causes hypochromic and microcytic anemia, impairs the absorption of vitamin B12, and worsens folate deficiency. 22 These changes were observed in both patients that we reported here. pain. In addition, the clinical conduct adopted to treat patient 1 included intestinal biopsy to confirm the suspicion of UC, as described in the literature reviewed here.
Pellicer et al 11 reported that oral manifestations in UC may occur as aphthous ulcers, superficial hemorrhagic ulcers, or angular cheilitis, and, as a rule, extraintestinal expression coincides with the period when the disease is active. 11 The lesions detected in patient 1 were compatible with RAS, in agreement with the main oral manifestations of UC described in the literature. Another important variable was the control of oral lesions, whose success depends on the effectiveness of the treatment of IBD, which was confirmed in the literature findings.
11
Although pyostomatits vegetans is a rare ulcerous condition in patients with UC, and even rarer in cases of CD, the condition is one of the specific manifestations of IBD. The correct management of the primary disease is essential as a means to cure oral lesions 13, 14, 16, 18, 20 .
Oral manifestation of inflammatory bowel disease Page 11 Copyright © 2016 Marshfield Clinic Health System As confirmed in patient 2, cobblestone lesions are the main oral manifestation of CD. Such lesions are characterized by thickened, firm, and pinkish areas mostly on the labial and jugal mucosa, which may be multifocal, linear, polypoid, or diffuse. Since cobblestone lesions are usually painless, an association with concomitant ulcers has to be considered when the patient complains of pain. Oral extraintestinal manifestations of CD are more often observed in men, and at times occur prior to the disease itself, though they also are detected in patients with confirmed CD.
14,24

Conclusion
The two cases described in this report about IBD with oral extraintestinal manifestations show that the association between IBD and oral mucosa lesions and other co-morbidities such as anemias and vitamin deficiencies pose a challenge in clinical stomatology, requiring constant professional training in light of the numerous circumstances in which oral lesions may indicate important primary diseases yet to be diagnosed. In this sense, the dentist could contribute in the effort to reach an early diagnosis of a large number of conditions. Regarding IBD, like CD and UC, the transdisciplinary work of the gastroenterologist and the stomatologist enables a comprehensive approach to treatment, while also guaranteeing that the therapeutic management of these diseases is appropriate and efficient. 
